Background: To compare the risk of severe hepatotoxicity with anidulafungin versus caspofungin and micafungin in hospitalized adults. Methods: This retrospective cohort study combined data from two large US-based hospital electronic medical record databases. Severe hepatotoxicity was a Grade ≥ 3 liver function test (LFT) post-echinocandin initiation. Adjusted incidence rate ratios (IRRs) were estimated for anidulafungin versus caspofungin and micafungin, overall and in patients with normal baseline LFT (Grade 0). Results: Treatments included anidulafungin (n = 1700), caspofungin (n = 4431), or micafungin (n = 6547). The proportions with LFT Grade ≥ 3 pre-echinocandin initiation were: anidulafungin 40.4% versus caspofungin 25.9% (p < 0.001) and micafungin 25.6% (p < 0.001). Rates of severe underlying diseases or comorbidities were: critical care admissions: 75.3% versus 52.6 and 48.6%; and organ failures: 69.4% versus 46.7 and 51.5%. Adjusted IRRs of severe hepatotoxicity for anidulafungin versus caspofungin and micafungin were 1.43 (p = 0.002) and 1.19 (p = 0.183) overall, and 0.88 (P = 0.773) and 0.97 (P = 0.945) for normal baseline LFT, respectively. Conclusions: Accounting for confounders, severe hepatotoxicity risk was not significantly different across echinocandins in this real-world head-to-head study. Anidulafungin was used more frequently in patients with more comorbidities. Those with normal baseline LFT (least susceptible to confounding by indication), showed no elevated hepatotoxicity risk for anidulafungin.
Background
Echinocandins are a recent class of antifungals indicated for the treatment of nosocomial infections, including candidemia and invasive candidiasis, which are associated with significant morbidity, mortality, and cost burden [1] [2] [3] [4] . Currently marketed echinocandins in the United States (US) and Europe include anidulafungin, caspofungin, and micafungin. Compared with older generations of antifungals (i.e., amphotericin B, itraconazole, fluconazole, and voriconazole), echinocandins have been shown to have more favorable safety profiles, while having similar efficacy profiles [2] [3] [4] [5] .
According to pharmacokinetic data, anidulafungin is the only echinocandin that undergoes elimination by chemical degradation and non-specific peptidases in the plasma, instead of being metabolized by the liver [6, 7] . It is, therefore, expected that anidulafungin may lead to a lower risk of liver injuries than the other echinocandins. Nonetheless, isolated cases of severe hepatotoxicity have been noted in post-marketing spontaneous reports among patients treated with anidulafungin [8] . One possible explanation may be a result of channeling bias in clinical practice; as anidulafungin is expected to have minimal impact on the liver, physicians may preferentially use anidulafungin in more severely ill patients including those with liver impairment [9] . However, the extent of this channeling bias in the real world is unknown.
In the absence of head-to-head comparisons of anidulafungin versus other echinocandins, currently available information on the safety of anidulafungin as compared with other echinocandins is mostly derived from studies without a comparison group or from studies where anidulafungin was directly compared with antifungals other than echinocandins [10, 11] . The exception is one small study that compared outcomes between 63 critically ill patients with invasive candidiasis treated in real-world practice with anidulafungin and micafungin [12] . The study found no difference between the treatment groups in survival after adjustment for covariates, but did not investigate the risk of hepatotoxicity in multivariate analyses. To the extent liver function information is available, observational studies have the potential to rapidly collect real-world data on a large and diverse population of echinocandin users.
The present study compared the risk of severe hepatotoxicity of anidulafungin with caspofungin and micafungin among hospitalized adult patients in a real-world setting. With extensive availability of data on patients' underlying liver function and other clinical characteristics, this study assessed the use of anidulafungin in the real world.
Methods

Data source
The study sample was derived from two large electronic medical record (EMR) databases, Humedica (years [2007] [2008] [2009] [2010] [2011] [2012] [2013] and Cerner Health Facts ("Cerner"; years [2006] [2007] [2008] [2009] [2010] [2011] [2012] [2013] , the source data of which were from multiple care-delivery sites, including hospitals, large multi-specialty practices, group practices, and physician offices across all census regions of the US. The Humedica and Cerner databases were combined to obtain sufficiently large cohorts and to increase the statistical power of the study. Both databases contained information on demographic characteristics, medical history and diagnoses, detailed area of care during hospitalization (e.g., intensive care unit [ICU] , critical care unit [CCU] , emergency room [ER] , ward, etc.), in-hospital procedures, inpatient medications including injectable and oral medications, and laboratory data (including date and time of test, and result value). To comply with Health Insurance Portability and Accountability Act guidelines, the data were de-identified by Humedica and Cerner prior to transmission to the authors for analysis. Finally, approval was obtained from the New England Institutional Review Board.
Study design
This study employed a retrospective cohort design. The study sample included adults treated with echinocandins in hospital intensive care or inpatient settings. For patients with more than one hospitalization with echinocandin treatment, the most recent hospitalization was included in the analysis. The date of the echinocandin treatment initiation during the hospitalization was defined as the index date. The baseline period was defined as the time interval between the hospital admission date and the index date, inclusive, while the observation period was the time after the index date until the earliest event of severe hepatotoxicity (defined in Section "Liver function assessment"), hospital discharge, or death.
Study sample inclusion and exclusion criteria
Criteria for inclusion in the study sample were: ≥18 years of age at the time of hospital admission; receipt of at least one intravenous dose of anidulafungin, caspofungin, or micafungin during hospitalization for treatment; at least one liver function test (LFT) plasma measurement (i.e., aspartate transaminase (AST), alanine aminotransferase (ALT), or total bilirubin) during the baseline period; and at least one LFT measurement during the observation period. Patients receiving more than one type of echinocandin during the hospitalization were excluded.
Measures
Liver function assessment
Liver function was measured by assigning a grade of 0-4 to each type of LFT (AST, ALT, and bilirubin; Table 1 ) using cut-offs adapted from the Clinical Islet Transplantation study-Terminology Criteria for Adverse Events in trials of adult pancreatic islet transplantation (CIT-TCAE) Version 5.0 [13] , which are modified standards of those set forth in the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE) [14] .
Overall hepatotoxicity grades were defined based on the highest grade of AST, ALT, or bilirubin tests during the baseline period to measure baseline liver function, and during the observation period to define study outcome. For the definitions of overall hepatotoxicity Grades 4 and 5, additional conditions were imposed. Specifically, overall hepatotoxicity Grade 4 was defined as having either (a) a plasma bilirubin test of Grade 4 or (b) an AST or ALT test of Grade 4 together with a diagnosis of fulminant hepatic failure (9th International Classification of Disease, Clinical Modification [ICD-9-CM] diagnosis code 572.2) and an international normalized ratio (INR) value of 2.5 or larger. Because cause of death and primary or secondary discharge diagnoses were not available in both databases, overall hepatotoxicity of Grade 5 (i.e., death due to hepatic causes) was defined in the current study as death preceded by a Grade 4 LFT.
Severe hepatotoxicity
The study outcome was defined as the first severe hepatotoxicity event in the observation period, regardless of whether there was any known etiology. A hepatotoxicity event was considered to be severe if it had an overall hepatotoxicity Grade of 3, 4, or 5.
Exposure to echinocandins
Exposure to echinocandins in a curative context was determined based on the first recorded echinocandin administration during the hospitalization, identified using the Healthcare Common Procedure Coding System (HCPCS) and National Drug Codes (NDC) as follows: anidulafungin (HCPCS code J0348 or NDC codes 00049011428, 00049011528, 00049011628, 00049101028); caspofungin (HCPCS code J0637 or NDC codes 00006382210, 00006382310); and micafungin (HCPCS code J2248 or NDC codes 00469321110, 00469325010).
Other covariates
Potential confounders were selected a priori based on published literature. Baseline liver function, defined in Section "Liver function assessment", was expected to be the strongest confounder in the study because anidulafungin is the only echinocandin that is not metabolized by the liver and physicians may tend to prescribe it to patients with impaired liver function [7] . Additional potential confounders included patient demographics (i.e., age, gender, race), source data (i.e., Humedica, Cerner), admission through the ER, use of other non-echinocandin antifungal agents, prior use of in-hospital echinocandins, number of distinct candidiasis ICD-9-CM diagnosis codes involving different organs, Charlson comorbidity index (CCI) [15, 16] , specific comorbid conditions (i.e., diabetes, endocarditis, esophageal varices, gastroesophageal reflux disease, hypertension, liver disease secondary to biliary pathologies, other liver disease, neutropenia, organ [heart or kidney] failure, and sepsis or septic shock assessed through corresponding ICD-9-CM diagnosis codes in the administrative records of each patient; and renal dysfunction measured from estimated glomerular filtration rate laboratory test results available in the laboratory database), risk factors for fungal infections that may also be associated with higher mortality risk (i.e., admission to the ICU or CCU evaluated from place-of-service codes in the database; and use of central venous catheter [1, 7] , and any type of major surgery assessed from ICD-9-CM procedure codes and/or Current Procedural Terminology codes in patients' records), and pharmacologic treatments with known hepatotoxicity [17, 18] . In addition, given that hospital formularies may have a confounding effect through their influence on echinocandin treatment, a proxy measure of hospital formulary for echinocandins was generated based on the types of echinocandins observed in the data for a given hospital or hospital grouping in the year prior to the patient's hospital admission.
All confounders were measured during the baseline period. However, because diagnoses made during a hospitalization could not be linked to specific dates in the Cerner data, the assessment of variables requiring diagnosis Hepatotoxicity cut-offs were adapted from the Clinical Islet Transplantation study-Terminology Criteria for Adverse Events in trials of adult pancreatic islet transplantation (CIT-TCAE) Version 5.0 [13] , which are modified standards of those set forth in the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE) [14] codes in Cerner data were based on diagnoses recorded at any time during the index hospitalization. For consistency, similar criteria were used for the assessment of variables requiring diagnosis codes in Humedica data. Patients' recovery status at the time of hospital discharge was also investigated to measure the outcomes of the hospitalizations associated with severe hepatotoxicity. Patients' recovery status was based on reasons for patients' discharge that were available in both Cerner and Humedica databases and included reasons such as "discharged to home", "discharged to hospice", or "transferred to another institution". Two medical doctors (JA, MT) who were blinded to the treatment groups independently reviewed the list of reasons and grouped them into three categories: "recovered", "not recovered", or "unknown/missing".
Statistical analyses
To assess the association between anidulafungin and severe hepatotoxicity, separate sets of analyses were conducted for anidulafungin versus caspofungin and for anidulafungin versus micafungin. Descriptive analyses were conducted to compare the distribution of potential confounders between patients treated with anidulafungin versus those treated with micafungin or caspofungin, and to describe the demographic and clinical characteristics of patients in the three echinocandin groups at baseline. Categorical variables were compared between the echinocandin groups using chi-squared tests or Fisher exact tests (as appropriate), while continuous variables were compared between the echinocandin groups using non-parametric Wilcoxon rank-sum tests.
To account for differences in the observation period across patients, the incidence rate of severe hepatotoxicity was calculated for each echinocandin group as the number of patients with severe hepatotoxicity divided by the total person-days of observation in that group. The incidence rates were compared between anidulafungin and caspofungin or micafungin separately using univariate and multivariate negative binomial regression models. Eight covariates were forced in all models based on their clinical relevance and expected confounding effect on the choice of echinocandin treatment and/or risk of elevated LFT after the initiation of treatment.
They included baseline AST, ALT, and bilirubin grade; CCI; age; gender; dataset; and echinocandin drug formulary. Additional adjustment variables for the models were selected from the remaining covariates that were statistically associated with the choice of echinocandin treatment and also had shown statistical relevance with the outcome based on a stepwise selection methodology with significance level of 0.25 as the covariate entry cut-off and 0.10 as the covariate retaining cut-off.
Sensitivity analyses
Three sets of sensitivity analysis were performed. The first two sets of sensitivity analysis entailed a replication of the main analyses in two subgroups: (1) the subset of patients with normal to moderately elevated LFT at baseline (Grades 0-2); and (2) the subset of patients with normal LFT at baseline (Grade 0). The third sensitivity analysis employed an alternative outcome on the full study sample, using all-cause in-hospital mortality as an outcome instead of severe hepatotoxicity. In Cerner, all-cause in-hospital death was ascertained by combining an inhospital death indicator with information on the date of discharge. In Humedica, only an indicator for in-hospital death was available, without any information on the hospital discharge or death date for patients who died during a hospitalization. For these patients, a death date was imputed as the first day of the first gap of three or more days without any EMR data after the hospital admission.
Results
Of the 12,678 eligible patients in the study sample, 1,700 (13.4%) were in the anidulafungin group, 4,431 (35.0%) in the caspofungin group, and 6,547 (51.6%) in the micafungin group (Fig. 1 ). For the sensitivity analyses by baseline liver function subgroups, there were 9,161 (1,012 anidulafungin, 3,281 caspofungin, 4,868 micafungin) patients in the subgroup with normal to moderately elevated LFT (Grades 0-2) at baseline, of which 3,562 (320 anidulafungin, 1,207 caspofungin, 2,035 micafungin) had normal LFT at baseline (Grade 0) Table 2 presents patient demographic and clinical characteristics for the anidulafungin group versus the caspofungin and micafungin groups. Compared with patients in the caspofungin and micafungin groups, patients in the anidulafungin group were slightly younger (median age 60 years versus 62 and 61 years, respectively, P < 0.001 for both comparisons) and included more males (55.7% versus 50.1 and 51.5%, P < 0.001).
Baseline demographic and clinical characteristics
All measurements of LFT parameters pointed to a higher degree of abnormal liver function at baseline for the anidulafungin group relative to the caspofungin and micafungin groups (with all p-values < 0.001). There were statistically significantly more patients with AST, ALT, and total bilirubin tests of Grades 3-4 in the baseline period in the anidulafungin group than in the caspofungin and micafungin groups (AST: 26.6% versus 16.8% and 16.9%; ALT: 17.9% versus 9.8 and 10.9%; bilirubin: 27.7% versus 15.5 and 14.9%; all P-values < 0.001), which translated into more patients with an overall Grade 3 and 4 for the baseline LFTs in the anidulafungin group than in the caspofungin and micafungin groups (40.4% versus 25.9 and 25.6%, P < 0.001 for both comparisons).
Candidiasis data based on diagnosis codes (ICD-9-CM code 112.x, which includes site-specific codes such as candidiasis of the mouth, candidiasis of skin and nails, or disseminated candidiasis, and non-specific candidiasis codes such as candidiasis or other candidiasis) were largely missing in the dataset.
Patients in the anidulafungin group had higher overall comorbidities (CCI score ≥4: 47.5% versus 24. 4 Table 2 footnote]: 12.8% versus 7.3 and 9.6%; P < 0.001 for all). The median number of distinct hepatotoxic drugs (as defined in Table 2 ) used during the baseline period was similar for all three echinocandin groups.
Severe hepatotoxicity outcome
In the anidulafungin, caspofungin, and micafungin groups, 37.2, 22.4, and 23.3% of patients experienced a severe hepatotoxicity event over a median observation period of 9, 12, and 10 days, respectively (Table 3) . Among patients receiving anidulafungin, caspofungin, and micafungin, Grade 3 events were the first severe hepatotoxicity events for 29.6, 19.6, and 19.7%; and Grade 4 events were the first severe hepatotoxicity events for 7.6, 2.8, and 3.6%, respectively. Among patients who experienced a severe hepatotoxicity event, there were no differences between anidulafungin, caspofungin, and micafungin in the overall proportion of patients with a discharge status of "not recovered" (anidulafungin 66.8% versus caspofungin 64.8% versus micafungin 65.0%) or with a discharge status of "recovered" (anidulafungin 31.3% versus caspofungin 31.8% [ p = 0.175] versus micafungin 32.3% [P = 0.470] ) ( Table 3) . The crude incidence rates of severe hepatotoxicity per month in the anidulafungin, caspofungin, and micafungin groups were 0.72, 0.35, and 0.45, respectively, corresponding to the unadjusted incidence rate ratios (IRRs) of 2.05 (95% confidence interval [CI] 1.85, 2.26) for the comparisons of anidulafungin versus caspofungin and 1.61 (95% CI 1.47, 1.76), for the comparisons of anidulafungin versus micafungin. After adjusting for the baseline LFT and other measured confounders, the IRR for anidulafungin versus caspofungin decreased to 1.43 (95% CI 1.14, 1.79; P = 0.002) and remained statistically significant, while the IRR for anidulafungin versus micafungin decreased to 1.19 (95% CI 0.92, 1.54; P = 0.183) and was not statistically significant ( Table 4) .
The multivariate regression models from which the adjusted IRRs for echinocandin treatments were obtained are presented in Table 5 and show that, for both models, the strongest predictor of severe hepatotoxicity was baseline abnormal LFT (bilirubin of Grades > 0, baseline AST of Grades > 0, baseline ALT of Grades > 2). The other strong predictors of severe hepatotoxicity were: presence of other liver disease (other than liver diseases secondary to biliary pathology), esophageal varices, and sepsis for the anidulafungin versus caspofungin model; and esophageal varices, presence of other liver disease, chronic kidney disease stage 4, CCI ≥ 3, and sepsis for the anidulafungin versus micafungin model.
Sensitivity analyses
In the subgroup of patients with normal LFT at baseline, 12% of those treated with anidulafungin, 8% of those treated with caspofungin, and 12% of those treated with micafungin had experienced a hepatotoxicity event (Table 4 ). The results of the sensitivity analyses conducted in this subgroup showed that anidulafungin had a lower but non-statistically significantly different risk from caspofungin and micafungin (IRRs: 0.88 [95% CI 0.36, 2.14], P = 0.773, and 0.97 (Table 4 ). In the subgroup of patients with Grades 0-2 liver toxicity (normal, mildly elevated, or moderately elevated LFT) at baseline, 23% of those treated with anidulafungin, 15% of those treated with caspofungin, and 18% of those treated with micafungin had experienced a hepatotoxicity event (Table 4) . The results of the sensitivity analyses conducted in this subgroup showed that, after adjustment for baseline LFT and other potential confounders, the IRR estimates for the risk of severe hepatotoxicity were not statistically significant in either comparison (IRRs: 1.46 [95% CI 0.91, 2.37], P = 0.119, and 1.62 [95% CI 0.95, 2.77], P = 0.078 for anidulafungin versus caspofungin and anidulafungin versus micafungin, respectively) ( Table 4) .
The sensitivity analysis conducted in the full study sample using all-cause in-hospital death as the outcome showed similar results with those from the main 
Discussion
To investigate whether anidulafungin is associated with an elevated risk of severe hepatotoxicity compared with other echinocandins in a post-marketing setting, there is a need for head-to-head studies that analyze data derived from the same source population. Furthermore, because of the metabolism pathways of anidulafungin [7] , the confounding by indication phenomenon where anidulafungin is channeled towards patients at a high risk for liver injuries [9] is likely to exist in non-randomized observational clinical practice settings.
To our knowledge, this is the first large head-to-head study to compare the risk of severe hepatotoxicity of echinocandins among hospitalized adult patients. Without any statistical adjustments, the risk of severe hepatotoxicity appeared to be significantly higher in hospitalized patients treated with anidulafungin than in those treated with caspofungin or micafungin. However, this may be due to channeling of anidulafungin towards patients with impaired liver function and more severe comorbidity profiles. After adjustment for measurable confounders available in the data, the risk of severe hepatotoxicity for anidulafungin was not significantly elevated compared with caspofungin and micafungin in most analyses. Importantly, in the subgroup of patients with normal LFT at baseline, there was no evidence of elevation of severe hepatotoxicity risk for anidulafungin. While the sample size in this subgroup was relatively small and did not permit robust interpretation (hence, it was considered as a sensitivity analysis), this was the most ideal sub-population for assessing causal association between echinocandin treatments and treatmentemergent hepatotoxicity events, because it was the least susceptible for confounding by indication bias. There was no difference in the incidence rate of all-cause in-hospital death between the anidulafungin and micafungin groups. Although patients in the anidulafungin group were found to have a statistically significantly higher incidence rate of all-cause in-hospital death than patients in the caspofungin group, this significant difference was likely to be the result of confounding by indication.
Our findings are consistent with the results from previous studies. A 2016 single-center study of 63 critically ill patients treated in real-world practice with anidulafungin and micafungin found higher rates of pre-treatment liver failure for anidulafungin-treated patients as compared to micafungin-treated patients (13% vs. 0%) [12] , suggesting patients with liver impairment are channeled towards anidulafungin. In the same study, patients treated with anidulafungin had higher LFT values during treatment than those treated with micafungin, but these differences disappeared when the sample was restricted to patients without liver failure, suggesting pre-treatment liver failure explained most differences in LFT [12] . Another study from 2016 found similar rates of hepatic injury in 2,970 micafungin recipients and 6,726 patients treated with other parenteral antifungal agents, including anidulafungin (13 vs. 12 events per 100 patients), after adjustment for confounding via propensity score matching [19] . Similarly, a 2010 meta-analysis of RCT and non-randomized study data found a similar or lower proportion of patients who experienced abnormal LFTs among anidulafungin users versus caspofungin and micafungin users, even though the treatment groups were not extracted from the same source population [11] . Finally, in a safety study of anidulafungin among 86 adult solid organ transplantation (SOT) recipients, only one patient developed mild liver toxicity, suggesting anidulafungin is well-tolerated drug even in this high-risk population [20] . Nevertheless, the proportion of echinocandin-treated patients who experienced severe hepatotoxicity event in the current study (22.4-37.2%) was higher than that reported in previous studies. For example, the 2010 meta-analysis of RCT and non-randomized study reported that 1.0% of the patients experienced abnormal LFTs requiring cessation of treatment and 3.8% experienced abnormal LFTs not requiring cessation of treatment [11] . Furthermore, a 2017 single-center study by Shibata et al. reported severe hepatotoxicity event rates of 6.1 -7.4% for 201 hospitalized patients treated with caspofungin or micafungin [21] . Several factors could explain the high proportion of patients in the current study who experienced hepatotoxicity events. First, a large proportion of the patients in the current sample had liver impairment at baseline. Given that elevated LFT in the baseline period was found in the current study to be a strong predictor of severe hepatotoxicity post-treatment, higher baseline LFT is likely to translate into a higher proportion of patients with severe hepatotoxicity outcomes. Indeed, the proportion of patients with caspofungin and micafungin-treated patients with pre-treatment overall hepatotoxicity of grade 2 in the current study was about twice as large as that reported in the single-center study by Shibata et al. (43 -46% vs. 21 -29% [21] ). Furthermore, real-world patients are usually more severely ill than those enrolled in RCTs due to the restrictive eligibility criteria for enrolment in most trials [11, 22] , which could explain the differences in hepatotoxicity event rates between the current study and the 2010 meta-analysis. Second, the current study excluded patients who did not have an LFT measurement in both the baseline (14%) and observation periods (40%) (Fig. 1) . If physicians are more likely to order LFTs for patients who are at risk of elevated liver enzymes, not having an LFT in the baseline period may be an indicator of a lower risk of developing hepatotoxicity.
Compared to other echinocandins, the current study showed that patients receiving anidulafungin treatment were significantly more likely to have baseline impaired liver function and more severe comorbidity profiles, as shown in CCI and rates of critical care admissions, organ failures, and sepsis and septic shock. This confounding by indication bias is well-known in epidemiology literature and adjustment is methodologically challenging [23] [24] [25] . In our case, anidulafungin is the only echinocandin, among the three studied, that is not metabolized by the liver and does not require dose adjustment in patients with severe hepatic impairment [6, 7] . Because of that, physicians in clinical practice are likely to be more inclined to use anidulafungin for patients who have a history of hepatotoxicity. A recent small retrospective study confirmed the real-world channeling bias in practice where anidulafungin was used in critically ill patients with invasive candidiasis [12] . This creates a paradoxical artifact that anidulafungin use appears to be associated with a higher risk of hepatotoxicity in the absence of any adjustment. To control for confounding by indication, we identified potential confounders at baseline and used them as adjustment variables in the analyses. The hospital EMR data source used in this study provided ample laboratory data to ascertain patients' liver function prior to the initiation of echinocandin treatments. However, despite our best efforts to identify and control for potential confounders, residual confounding due to unobservable factors in the database may have remained.
In an effort to control for confounding by indication with respect to LFT, subgroup analyses were conducted on both patients with Grade 0 and Grades 0-2 LFT at baseline. Notably, in the subgroup of patients with normal baseline LFT, the subgroup most likely to be free of confounding by indication bias, no evidence was found for any elevated risk of severe hepatotoxicity associated with anidulafungin relative to the other echinocandins. In this subgroup analysis, residual confounding by indication due to higher comorbidity burden still exists; therefore, to the extent that comorbidities may contribute to higher risk of hepatic injuries, the true causation of anidulafungin on liver injury risk may be even lower.
Among patients who experienced a severe hepatotoxicity event in the current study, there were no differences between anidulafungin and the other echinocandins in hospital discharge status. The overall proportions of patients who "recovered" before discharge were similar among the three echinocandin groups, suggesting no significant variation in the potential recovery and sequelae of severe hepatotoxicity events across the treatment groups.
The study had several limitations. First, in the analysis on the overall sample, severe hepatotoxicity was defined as having LFT results greater than Grade 3 in the observation period regardless of patient baseline LFT results. Therefore, the outcome included not only incident cases of severe hepatotoxicity (i.e., baseline LFT was normal), but also prevalent cases. As discussed previously, given that a greater proportion of patients on anidulafungin had Grade 3 or higher LFT at baseline, the current definition would have identified more prevalent cases in the anidulafungin patients, thereby biasing the effect estimates against anidulafungin. This limitation was addressed by conducting sensitivity analyses among the subgroup of patients with normal, mildly elevated, or moderately elevated LFT results during the baseline period, but these subgroups had smaller sample sizes and reduced power. Furthermore, the study only collected data during the hospitalization period. As such, patients' full medical history prior to the hospitalization and long-term effects of echinocandins (post-hospital discharge) were not captured. However, the risk of hepatotoxicity was likely driven more by the patients' acute health status during the hospitalization (rather than chronic medical history) and, because intravenous echinocandins are usually used over short periods of time during hospitalization, the effect of echinocandin is more likely to be acute than chronic. Thus, we do not expect the results of the study to be impacted much by this limitation.
Due to data limitations, confounders assessed based on ICD-9-CM diagnosis codes were measured over the full hospitalization period, making it difficult to assess the temporality between these diagnoses, exposure to echinocandin, and severe hepatotoxicity. However, for chronic conditions, which comprise the majority of the diagnoses considered in this study, one can assume that they were likely pre-existing prior to echinocandin initiation rather than newly developed during the short observation period. In addition, the study population may have excluded some patients with good prognosis of severe hepatotoxicity by having restricted the analysis to patients who had at least one LFT result during the baseline and observation periods. As such, the risks observed across the echinocandins in the study may have been overestimated in all treatment groups, and the generalizability of the study population needs to be considered. However, in a sensitivity analysis that included patients without baseline LFT, the results were consistent with the main analysis (adjusted IRRs: 1.37 [95% CI 1.09, 1.71] and 1.19 [95% CI 0.92, 1.54] for anidulafungin versus caspofungin and micafungin, respectively; data not shown), suggesting that the selection of patients with baseline LFT for the main analyses had minimal impact on the generalizability of the results. Moreover, dosages and duration of echinocandins use were not available in the data and could not be assessed in this study.
Furthermore, we noted that patients receiving anidulafungin were mostly contributed by the Humedica database, while patients receiving caspofungin mostly came from the
